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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MDNTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. f 

- Extensions of time may be available under the provisions of a7 CFR 1 .136(a). In no event, however, may a'reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 1 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any * 
earned patent term adjustment. See 37 CFR 1.704(b). ^ 

Status 

1)^1 Responsive to communication(s) filed on 18 April 2005 . 
2a)D This action is FINAL. 2b)E3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) E3 Claim(s) 56-112 is/are pending in the application. 

4a) Of the above claim(s) 58-66 is/are withdrawn from consideration. 

5) K Claim(s) 79-93 is/are allowed. 

6) E3 Claim(s) 56, 78 and 94-112 is/are rejected. 

7) K) Claim(s) 57. 106 and 107 is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance: See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 
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a)DAII b)D Some * c)Q None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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► 

DETAILED ACTION 

Status of Application, Amendments, and/or Claims 

1. Amendments of April, 18, 2005, have been received and entered in full. Claims 56-1 12 are 
pending. Claims 56, 57, 67-1 12 are under examination. All arguments have been folly considered and 
thoroughly reviewed, but are deemed not persuasive for the reasons that follow. This action is made 
NON-FINAL. Any objections and rejections not reiterated below are hereby withdrawn . 

Priority 

2. Applicants' petition for corrected filing receipt is acknowledged. Applicants' claim of domestic 
priority to application 09/456,370, filed December 8, 1999 and foreign priority to French application 
serial no. 99/1 1405, filed September 13, 1999 is also acknowledged. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 67-78 and 95-98 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Claims 67-78 and 95-98 recite the limitation "of steps (a) and (b)" in line2. There is insufficient 
antecedent basis for this limitation in the claim, as these claims refer to a claim that has steps which are 
demarcated as (i) and (ii). 

r ■ 
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Double Patenting 

4. The nonstatutory double patenting rejection is based on a judicially created doctrine grounded in 
public policy (a policy reflected in the statute) so as to prevent the unjustified or improper timewise 
extension of the "right to exclude" granted by a patent and to prevent possible harassment by multiple 
assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. \993)}ln re Longi, 759 
F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to overcome 
an actual or provisional rejection based on a nonstatutory double patenting ground provided the 
conflicting application or patent is shown to be commonly owned with this application. See 37 
CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. 
A terminal disclaimer signed by the assignee must fully comply with 37 CFR 3.73(b). 

Claims 56, 67-78 and 94-1 12 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1-25 of U.S. Patent No. 6,509,153 Bl. Although 
the conflicting claims are not identical, they are not patentably distinct from each other because the claims 
1-25 in the issued U.S. Patent are species claims relative to the instant claims. 



Claim Rejections - 35 USC §102 

* $ 

5. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the basis 
for the rejections under this section made in this Office action: ; 
A person shall be entitled to a patent unless - % 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 35 1(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 56, 67-78 and 94-1 12 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Cunningham et al. (USPN 6,160,105, 12/12/2000). 

Cunningham et al. teach (claims 56 and 94) a method for determining the toxicity of a test compound 



comprising (see abstract) 



Application/Control Number: 10/070,676 Page 4 

Art Unit: 1637 

(i) first labeled nucleic acid probes prepared or derived from mammalian cells contacted with a 
test compound and a library of immobilized nucleic acids comprising a sequence complementary to at 
least a portion of a gene that is spliced or whose expression is altered during apoptosis in a mammalian 
cell (see col. 1 1 lines 61-62). If a compound is toxic to a cell the expression of genes in that cell will be 
altered as the cell undergoes apoptosis. Labeling of the nucleic acid probes is found at col. 6 lines 63-64. 

(ii) second labeled nucleic acid probes prepared or derived from mammalian cells not contacted 
with the test compound and the nucleic acid library (see cp\. 5 lings 17-29) 

| f t 

wherein the contacting steps (i) and (ii) produce a first and second hybridization profile, 
respectively and detection of the difference between the profiles indicates the toxicity of the test 
compound (see col. 5 lines 17-29). 

With regard to claim 67, Cunningham et al. teach the first and second nucleic acid probes 
correspond to messenger RNAs from cells contacted and not contacted with the test compound (see col. 5 
lines 17-29 and lines 47-48). 

With regard to claims 68 and 96, Cunningham et al. teach the first and second nucleic probes of 
steps (a) and (b), respectively, are CDNA nucleic acid molecules or CDNA nucleic acid molecule 
fragments prepared from RNA of cells contacted and not contacted with said test compound (see col. 5 
lines 47-48). 

With regard to claims 69 and 97, Cunningham et al. teach the first and second nucleic probes of 

steps (a) and (b), respectively, are amplification products (see col. 6 lines 43-46). 

* 

With regard to claims 70 and 98, Cunningham et al. teach the first and second nucleic probes of 
steps (a) and (b), respectively, are labeled by radioactive, fluorescent, enzymatic or colorimetric labels 
(see col. 7 lines 1-9). ? 

With regard to claims 71 and 99, Cunningham et al. teach the test compound is an individual 
compound or is present in a mixture of compounds (see col. 5 lines 14-16). 
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With regard to claims 72 and 100, Cunningham et al. teach the library further comprises nucleic 
acid molecules specific for genes whose level of expression is modified in a cell which is undergoing 
or has undergone apoptosis (see col. 5 lines 25-29). When cells are exposed to atoxic agent they undergo 
apoptosis, Cunningham et al. discloses cells exposed to toxic agents. 

With regard to claims 73 and 108 Cunningham et al. teach the cells contacted or not contacted 
with said test compound are of human origin (see col. 4 lines 63-64). 

With regard to claims 74 and 109, Cunningham et al. teach the cells contacted or not contacted 
with said test compound are cell lines (see col. 6 lines 28-32). 

With regard to claims 75 and 1 10, Cunningham et al. teach the cells contacted or not contacted 
with said test compound are primary cultures (see col. 6 lines 28-32). 

With regard to claim 76, Cunningham et al. teach the library of nucleic acid molecules is 
immobilized on a support (see col. 6 lines 10-11 and 21-23). 

With regard to claims 77 and 111, Cunningham et al. teach the support is selected from the group 
consisting of a filter, a membrane, a glass plate or a bio-chip (see col. 6 lines 10-1 1 and 21-23). 

With regard to claims 78 and 1 12, Cunningham et al. teach the first and second labeled nucleic 
acid probes are prepared or derived from a first and a second sample, respectively, comprising ribonucleic 
acid (RNA) molecules from mammalian cells contacted and not contacted, respectively, with said test 
compound (see col. 5 lines 17-29). 

With regard to claim 95, Cunningham et al. teach the first and second nucleic probes of steps (a) 
and (b), respectively, correspond to mRNAs of cells contacted and not contacted with said test compound 
(see col. 5 lines 17-29). 

With regard to claim 101, Cunningham et al. teach the library is prepared by (i) hybridizing a first 
nucleic acid population from a mammalian cell in which is undergoing or has undergone apoptosis and a 
second nucleic acid population from a cell which is not undergoing or has not undergone apoptosis and 



? 
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(ii) separating, from the hybrids formed, nucleic acid molecules comprising an unpaired region (see col. 5 
lines 25-29). Cunningham et al. discloses cells exposed to a toxic agent. When cells are exposed to a 
toxic agent they undergo apoptosois. 

With regard to claim 102, Cunningham et al. teach apoptosis is induced or enhanced in said 
mammalian cell (see col. 5 lines 17-29). Apoptosis is induced by toxic compounds. 

Claim Rejections - 35 USC § 103 
6. The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 103-105 are rejected under 35 U.S.C. 103(a) as being unpatentable over Cunningham et 
al. (USPN 6,160,105, 12/12/2000) in view of Komarova et al (Oncogene, 1998). 
The teachings of Cunningham et al. are described previously. 
Cunningham et al. do not teach oncogenes. 

With regard to claim 103, Komarova et al. teach an anti-oncogene (see the abstract). 

With regard to claim 104, Komarova et al. teach the anti-oncogene is p53 (see the abstract). 

With regard to claim 105, Komarova et al. teach nucleic acid molecules specific for at least part 
of the WAF-1 gene (see table 1). 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
apply Komarova's oncogene p53 with Cunninghams's method of assessing toxicity of compounds using 
differential gene expression in order to determine the toxicity of a compound based on p53 expression in 
apoptotic cells. Komarova et al. state, " The p53 tumor suppressor gene encodes a nuclear transcription 
factor that accumulates in the cells in response to a variety of stresses; p53 activation can induce growth 
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arrest or apoptosis in damaged cells (see p. 1089 col. 1, 1 st sentence under Introduction). 55 It would have 
been prima facie obvious to apply the evaluation of the p53 gene, as taught by Komarova et al. with the 
method of assessing toxicity of a compound as taught by Cunningham et al. in order to determine if a 
compound induced toxicity in a cell based on gene expression arrays. 



Allowable Subject Matter 

7. Claims 57, 106 and 107 are objected to as being dependent upon a rejected base claim, but would 
be allowable if rewritten in independent form including all of the limitations of the base claim and any 
intervening claims. However claims 57, 106 and 107 are allowable with respect to SEQ ID NO: 16 and 
would have to be amended to reflect this, as SEQ ID NO: 16 was the only sequence searched. The 
remaining sequences are therefore non-elected subject matter. Claims 79-93 are allowable as SEQ ID 
NO: 16 is free of the prior art. 



Correspondence 

8. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Heather G. Calamita whose telephone number is 571.272.2876 and whose e-mail address is 
heather.calamita@uspto.gov. However, the office cannot guarantee security through the e-mail system 
nor should official papers be transmitted through this route. The examiner can normally be reached on 
Monday through Thursday, 7:00 AM to 5 :30 PM. * 



If attempts to reach the examiner are unsuccessful,|the examiner's supervisor, 
Gary Benzion can be reached at 571 .272.0782. | M 

Papers related to this application may be faxed to Group 1637 via the PTO Fax Center using the 
fax number 571.273.8300. 



Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to 571.272.0547. 



Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer your 
questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling 
please have your application serial or patent number, the type of document you are having an image 
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problem with, the number of pages and the specific nature of the problem. The Patent Electronic 
Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent 
Electronic Business Center is a complete service center supporting all patent business on the Internet. The 
USPTO's PAIR system provides Internet-based access to patent application status and history 
information. It also enables applicants to view the scanned images of their own application file folder(s) 
as well as general patent information available to the public. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. 



For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 
9199. / 



hgc 




JEFFREY FREDMAN 
PRIMARY EXAMINER 




